Tuberculosis (TB) may complicate patients with chronic myeloid leukaemia (CML) receiving imatinib mesylate, but concomitant diagnosis of TB and CML is rare. Here, we present a middle aged Bangladeshi diabetic lady who got admitted because of prolonged pyrexia, ascites and splenomegaly. Diagnostic workup confirmed peritoneal TB and CML. Being an uncommon entity, we are reporting the case.
Introduction
Tuberculosis (TB) remains a major problem throughout the world. The prevalence is more in developing countries and the incidence is increasing in developed countries due to increased prevalence of human immunodeficiency virus (HIV) infection. It is estimated that one third of the world population is infected with Mycobacterium tuberculosis and nearly 3 million deaths occur each year due to TB. 1 Pulmonary tuberculosis (PTB) is the commonest form, but it can affect other organs of the body.
Abdomen is one of the most common extra-pulmonary sites for TB. Abdominal TB accounts for 1 to 3% of total TB deaths. 2 It has diverse presentations including gradual abdominal swelling, abdominal pain, chronic diarrhea, alteration of bowel habit, weight loss etc.
In immune suppressed patients, TB may be disseminated to involve more than two organ systems. Large number of TB cases occur in patients undergone allogenic bone marrow transplantation, patients receiving prolonged corticosteroid or infliximab therapy for rheumatological diseases and patients receiving imatinib mesylate for chronic myeloid leukaemia (CML). [3] [4] [5] [6] [7] TB can complicate acute leukaemias and lymphomas, but concomitant diagnosis of TB and CML is an uncommon entity. [8] [9] [10] [11] [12] [13] [14] Case report A 52-year-old diabetic lady presented with one month history of low grade, intermittent fever and gradual abdominal distension for two weeks. She did not have any cough, haemoptysis, night sweats, jaundice, leg swelling, chest pain, palpitation, joint pain or weight loss. She was afebrile, mildly anaemic and haemodynamically stable. There was no jaundice or lymphadenopathy. Abdominal examination revealed hepatosplenomegaly with ascites. Examination of chest and precordium revealed normal findings. There was no signs of meningeal irritation.
Her hemoglobin (Hb) was 10.4 gm/dl, total WBC count 22,500/cmm with normal differentials, platelet count 5,36,000/cmm, ESR 30 mm in 1 st hour. PBF revealed nonspecific morphology with mildly left shifted neutrophilic leucocytosis and thrombocytosis. Urine RE was normal. Urine C/S and blood C/S showed no growth. Abdominal USG revealed fatty liver (Grade II), marked ascites and splenomegaly. Chest X-ray PA view was normal. MT was negative. Liver and renal biochemistry were normal. Serum uric acid level was raised, 13.7mg/dl. Fasting blood glucose was 7.1mmol/ L, HbA1c was 8.2%. Straw coloured ascitic fluid had increased total WBC count with predominant lymphocytes (total WBC 3,500 cell/cmm, polymorph 20%, lymphocyte 80%), RBC 800 cell/cmm, total protein was found in ascitic fluid. Adenosine deaminase (ADA) and CA 125 were 65.6 U/L and > 500 U/L respectively. SAAG was 6.0 gm/L (low gradient). Viral markers for hepatitis B and C were negative. Prothombin time and upper GI endoscopy were normal.
Bone marrow examination was suggestive of myeloproliferative disorder but possibility of a secondary reactive condition could not be ruled out. Diagnostic laparoscopy showed moderate amount of straw color ascitic fluid. Numerous seedlings were seen involving the whole parietal and visceral peritoneum and in omentum. Histopathological examination of peritoneal biopsy showed multiple epitheloid cell granuloma, some multinucleated giant cells and chronic inflammatory cellular infiltrate suggestive of granulomatous inflammation histologically consistent with tuberculosis ( Figure 1) . So, the patient was diagnosed as a case of peritoneal TB with leukamoid reaction with DM. Treatment with standard anti-TB drugs was started.
On follow up visit after 2 weeks a totally different picture was observed (Hb-7.7gm/dl, total WBC count-55,000/ cmm with 10% myelocytes, platelet count-7,75,000/cmm, ESR-83 mm in 1 st hour). PBF was suggestive of CML ( Figure 2 ). Repeat bone marrow examination showed active and normoblastic erythropoisis, grossly hyperactive granulopoisis and left shift with predominant myelocytes and segmented forms and increased megakaryocytes; findings were suggestive of CML (Figure 3 ). BCR-ABL gene rearrangement done by real time PCR was 79.08% which was highly significant.
Treatment with imatinib mesylate was started along with continuation of anti-TB drugs.
After six weeks she was clinically well, and her haematological parameters improved (Hb-10.8 gm/dl, total WBC-13,200/cmm, platelet count-4,06,000/cmm, ESR-35 mm in 1 st hour).
Discussion
Infection is the leading cause of morbidity and mortality in patients with hematological malignancies. Viral infections, Gram negative septicemia, systemic fungal infections and tuberculosis can occur. The prevalence of TB in patients with hematological malignancies is 1.8-2.2%. 8, 15 TB occurs 2-9 times more in patients with hematological malignancies as compared with the general population. 8, 16 In such patients, extra-pulmonary involvement and atypical clinical manifestations are common. 17, 18 Extra-pulmonary TB ranges from 16% to 78% for all kinds of TB disease in patients with haematological malignancies. 18, 19 In literature review, a number of cases had been described in whom imatinib treatment for CML was complicated by activation of latent TB. 7 But without such a treatment, occurrence of TB in patient with CML is an uncommon entity and rare cases were reported. [12] [13] [14] Silva et al. in a large retrospective study found only one case of TB among 45 CML cases. 11 In our patient, peritoneal TB was diagnosed first and haematological parameters initially gave us an impression of leukamoid reaction, but the initial bone marrow examination failed to identify any granuloma, AFB or malignancy and subsequently, within the next two weeks the typical picture of CML became obvious.
The diagnosis of extra-pulmonary tuberculosis could be delayed because of atypical presentations, lack of tissue proof and cultures. In our case, diagnostic laparoscopy and peritoneal biopsy could promptly and efficiently confirm the diagnosis of TB. So, in patients with prolonged fever without definite etiology, tuberculosis should be one of the differential diagnoses in clinical practice.
As soon as the TB diagnosis is established, standard anti-TB drugs should be initiated. It is recommended that, dose of imatinib mesylate should be increased by 50% in diagnosed CML cases when rifampicin is added. 20 In our case, we are treating the patient with anti-TB drugs and imatinib 600mg/day. She is improving satisfactorily and we are keenly observing her for any possible drug related adverse effect.
Conclusion
Though uncommon, yet it is not impossible to have concomitant TB and CML. Clinicians should consider TB in the differential diagnoses of prolonged fever in patients with hematological malignancies, particularly in regions of high endemicity.
